Abstract: An efficient and convenient synthesis of pyrrolidinones and pyridinones utilizing enamino esters as starting material has been described. The structures of the compounds obtained were confirmed by spectral and elemental analyses.
Introduction
β-Enamino esters are versatile intermediates for the synthesis of nitrogen containing compounds [1] [2] [3] [4] [5] [6] [7] [8] . Also, they are important subunits present in some biologically important natural products as well as therapeutic agents [9] [10] [11] [12] . Due to the importance of β-enamino ester derivatives as bioactive leads and versatile building blocks, their synthesis and applications have long been an active topic in organic synthesis [13] [14] [15] [16] [17] [18] [19] .
As part of our ongoing studies on the synthesis of nitrogen-containing compounds and in conjunction of our interest in the chemistry of enamines [20] [21] [22] [23] [24] [25] , we report herein the synthesis of the starting enamino esters 2 and 3 and a study of their reactivity towards some selected nitrogen and carbon nucleophiles as well as benzenediazonium salts to synthesize the new pyrazolone, pyridinone and phenylhydrazone derivatives with the expectation that they would be of biological interest. In our OPEN ACCESS chemical reactivity studies described here, we principally employed the intermediates 2b and 3 due to their easy preparation and good yield of the subsequent reactions.
Results and Discussion
Reaction of ethyl phenyl acetate and ethyl p-nitrophenyl acetate 1a,b with N,N-dimethylformamide dimethyl acetal (DMFDMA) in DMF at 60 °C for 4h yielded the enamino esters 2a,b in good yields. On the other hand, the enamino ester 3 was prepared by reacting compound 1b with triethyl orthoformate and piperidine in DMF at reflux temperature for 24 h (Scheme 1). The structures of the enamino esters 2a,b and 3 were confirmed by mass spectrometry, 1 H-and 13 C-NMR. For example, the 1 H-NMR spectrum of compound 3 showed two broad signals for the piperidinyl protons at δ = 1.48 (3 CH 2 ) and 3.01 (2 CH 2 ) ppm and singlet signal at δ = 7.63 ppm for the olefinic proton, besides the signals of ester and aromatic protons in their expected positions (see Experimental). The reaction of enamino esters 2b or 3 with aromatic amines in refluxing toluene and in the presence of p-toluenesulfonic acid (PTSA) afforded compounds 4a-c as the only reaction products. Attempts to convert compounds 4 into the corresponding pyrrolidinone derivatives 5 either by heating with chloroacetonitrile in triethylamine or in DMF/K 2 CO 3 were unsuccessful (Scheme 1) [25, 26] .
Coupling compound 2b or 3 with benzenediazonium chloride furnished the phenylhydrazone 8. It is believed that nitrogen lone pair resonance increases the nucleophility of C-2 and that the diazonium salts 6, which are initially formed, are hydrolyzed under the reaction conditions and then underwent a Japp-Klingmann type of cleavage to yield 8, which could not be obtained by direct coupling with benzenediazonium chloride. Compound 8 failed to react with chloroacetonitrile in triethylamine or in DMF/K 2 CO 3 to give the pyrazolone 9 (Scheme 1).
We envisaged that the reaction of 2a,b with o-phenylenediamine in refluxing toluene and in the presence of PTSA might afford the 2-phenylacrylate derivatives 10a,b or diazepene derivative 11 (Scheme 2). The identity of compounds 10 was supported by a correct element analysis and spectral data. Thus, IR spectrum of 10b relived a broad absorption bands at 3,448 (NH), 3 13 C-NMR, which was compatible with the suggested structure. Furthermore, in its mass spectrum, this product has the molecular ion m/z = 327 (84%), also confirming its presumed structure. Analytical data are thus all in accordance with the proposed structure for compound 10b. Our efforts to synthesize the interesting diazepenes 11 via the intramoleculer condensation of compound 10 failed (Scheme 2) [27, 28] .
Scheme 2.
Reaction of β-enamino ester with hydrazines, amine and active methylen group. Next, we investigated the reaction of compounds 2a,b or 3 with acetylacetone in acetic acid in the presence of ammonium acetate that afforded the pyridinone 12. This find is similar to the reported synthesis of pyridines from the reaction of enaminones with acetylacetone under similar conditions [29] . On the other hand, when compounds 2b or 3 reacted with substituted hydrazines 13a,b in ethanol at reflux temperature for 3h they afforded the pyrazolone derivatives 14a-c [30] . Although pyrazolone derivatives 14 can also exist as 14A or hydroxypyrroles 14B, the pyrazolone structure 14 is established based on the presence of carbonyl absorption band in IR spectra and also the 1 H-NMR spectra that revealed pyrazolone H-5 and NH signals. Moreover, structure 14 was confirmed by the 13 C-NMR spectra which allowed an unambiguous assignment in the 1 H-and 13 C-NMR spectra (see Experimental).
Experimental

General
The melting points were determined on a Stuart melting point apparatus. The IR spectra were recorded as KBr pellets using a FTIR Bruker-Vector 22 spectrophotometer. The 1 H and 13 C-NMR spectra were recorded in DMSO-d 6 or CDCl 3 as solvent, on a Varian Gemini 300 MHz NMR spectrometer using TMS as internal standard. Double resonance, HMQC and HMBC experiments were carried out for complete assignment of 1 H and 13 C peaks in the NMR spectra, whenever possible.
Chemical shifts are reported in δ units (ppm). Mass spectra were measured on a Shimadzu GCMS-QP-1000 EX mass spectrometer in EI (70 ev) mode. The elemental analyses were performed at the Micro analytical Center, Cairo University, Egypt.
Synthesis of ethyl 3-(dimethylamino)-2-arylacrylates 2a,b
To a solution of ethyl phenylacetate 1a or ethyl 4-nitrophenylacetate 1b (0.01 mol) in DMF (10 mL), DMFDMA (0.012 mol) was added. Then, the mixture was heated at 60 °C for 4 h. After cooling to r.t., the mixture was left standing overnight, then the resulting solid product was collected by filtration and washed with ethanol to give 2b. In case of compound 2a, brine (10 mL) was added to the reaction mixture. After extraction with CH 2 Cl 2 (3 × 10 mL), the combined organic fractions were dried over MgSO 4 and concentrated under vacuum to afford compound 2a as a brown oil. 
Ethyl 3-(dimethylamino)-2-phenylacrylate (2a
General procedure for preparation of 3-arylamino-2-(4-nitrophenyl)acrylate derivatives 4a-c and 10a,b
Aromatic amines (0.01 mol) and p-toluenesulfonic acid (0.15 g) were added to a solution of enamino esters 2a,b or 3 (0.01 mol) in toluene (25 mL). The reaction mixture was refluxed for 7 h. After cooling to r.t., the precipitated solid product was collected by filtration and recrystallized from the proper solvents to afford 4a-c and 10a,b, respectively. 
Ethyl-2-(4-nitrophenyl)-3-(phenylamino)acrylate (4a)
.
Ethyl-3-(4-methoxyphenylamino)-2-(4-nitrophenyl) acrylate (4b
Ethyl-3-(4-chlorophenylamino)-2-(4-nitrophenyl) acrylate (4c
Ethyl-3-(2-aminophenylamino)-2-(4-nitrophenyl) acrylate (10b)
General procedure for preparation of ethyl (4-nitrophenyl)phenylhydrazono acetate (8)
A solution of benzenediazonium chloride salt (10 mmol), prepared by adding sodium nitrite solution (0.7 g in 10 mL of H 2 O) to a chilled solution of aniline hydrochloride (10 mmol of aniline in 5 mL of conc. HC1) with stirring, was added to a cold solution of ethyl 3-substituted-2-(4-nitrophenyl)acrylates 2b or 3 in ethanol (50 mL) containing sodium acetate (10 mmol). The reaction mixture was stirred for 1 h. The solid product formed was collected by filtration, washed well with water and recrystallized from ethanol. 
Synthesis of 5-acetyl-6-methyl-3-(4-nitrophenyl)pyridin-2(1H)-one (12)
To a mixture of enamino ester 2b or 3 (4 mmol) and the acetylacetone (4 mmol) in acetic acid (10 mL), ammonium acetate (6 mmol) was added, then the reaction mixture was refluxed for 6 h. After cooling to r.t., the precipitated solid product was collected by filtration and recrystallized from 
General procedure for preparation of 4-aryl pyrazolo-3-one (14)
A mixture of enamino esters 2a,b or 3 (0.01 mol) and substituted hydrazine hydrochlorides 13a,b (0.01 mol) in ethanol (25 mL) was refluxed for 3h. After cooling to r.t., the reaction mixture was poured into cold water. The resulting solid was collected by filtration and washed with ethanol. 
4-Phenyl-1,2-dihydropyrazol-3-one (14a
